PCT s is v % ii 




(51) Bfttti? #S6 
A61K9/70 



Al 



(11) BK^W#^ 



(43) 



£08 0 



W096/16642 



1996^6,8 60(06.06.96) 



(21) bbwb#* 

(22) BBtt)BB 



PCT/JP95/01073 
1995^6/} 1 0 (01.06.95) 



(30) 

ttK¥6/3I9U7 1994*R1.B 290 (29.11.94) JP 

(71) m*x (*B«r»< -r^-coffi^acov^-c) 

(mSAMTTSU PHARMACEUTICAL CO., INC.)(IP/JP] 
T841 te«*Jft«m fflft*»"T408#ifi Saga, (JP) 

(72) *W# ; *JJ:V 

(75)»«#/HiBA (*B«Co^-CO*) 
JE»J«A(HIOO, Narahito)[JP/JP] 
'J\RR— (KOMORL Keo-iehi)pP/JP] 
#I&#9f(TERAHARA, Takaaki)[JP/JP] 
T305 *»*o< tfm«#^lTB25#ll^ 
*3fc»»*5t#tt SftSWftiJrrt Ihaiaki, (JP) 
<74)ft«A 

#a± -WUJ^ if 9 (MURAYAMA. Midori) 
T150 *3CSft«Kj&tt#4-2©-2 
&lt&#-7 T >'TyX3.&t$5l0 Tokyo, (JP) 



(>l) B&B 

AU, CA, CN, KR, US, VN, R*H»flF(AT, BE, CH, DE, DK, ES, 
PR, OB, OR, EE, IT, LU, MC, NL, PT, SE). 



BBH2B&* 



(54) TMb : MATRIX TYPE PATCH PREPARATION 
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(57) Abstract 

A matrix type patch preparation having a pressure-sensitive adhesive layer comprising a physiologically active 
substance, organic acid, hydrophobic polymer, tackifier resin* plasticizer and sorbefacient preferably in the proportion 
of 0.1-20 wt.%, 0.01-15 wt9b t 15-60 wl%. 10-70 wt.%, 10-60 wt% and 0.01-20 wt.%, respectively. Preferable 
examples of the organic acid are aliphatic carboxylic acids, aromatic carboxylic acids, alkylsulfomc acids, alkylsulfonic 
acid derivatives, cholic acid derivatives, and water-soluble inorganic salts thereof. This preparation serves to enhance 
percutaneous absorbability of the physiologically active substance and is extremely reduced in skin irritation. 



(5 7) g» 



e tt # ai e t* . 4isttafio.i-2oiix> w a 

ft 0 .0 1-1 5 fi«%. »7Ktti^^^l 5-6 Ofi* 
% . tt # ^ # 116 1 0 - 7 0 S ft % . Rlfflffll 0-60 

nm%&v®u&&M° o 1-2 ofift*;*****- 

£ t>< » * L ^ o 15 12 m « Wt tt . IB 8* fijl * * # > * - * § 
|*;H(>| N T ^ * * * * * > » x 7 Ik * ^ * to * > 

t^Jf t lk * & bjj ® h u ^ * xmvutt 
k » -r 5 jr «* it & m a r ® v o 



PCTCI^V 

AL T/W<^T 

AM TA>*~T 

AT *--*MT 

AU t-Xh797 

AZ 71f4"<<f?+:' 

BB /<*/<K* 
BE 

BF ^t-7ry 

BC 7Ar#VT 

B J "C^V 

BR /7*^ 

BY ^A-^ 

ca *+y 

CF «!>*77y*#feB 
CG 

CH _ 

CI * 

CM t/A^-y 

CN 

DE 



Hint lt<&j8$<*>* 

*T &B $ it 6 BSIIW S: /<v 7 u y h »- MIC P C 

?>>*r-9 LK 

x^M7 LR 

^ L S 

^^^K LT 

75>'X LU 

##y LV 

-f*y* mc 

*>S>7 MD 
MG 

*yv* MK 
7*X7^K 

-< *y- 



DK 
EE 
ES 
F I 
FR 
GA 
GB 
GE 
GN. 
GR 
HU 
I E 
I S 
IT 

kl 

KG 
KP 
KR 
KZ 
L I 



i&y*9y 



ML 
MN 
MR 
MW 
MX 
NE 
NL 
NO 
NZ 
PL 



*y 9y* 

*7*-<7**jB 

•*y 



PT tfA^tfA 

RO A' — *=-T 

RU o>T»» 

so -A—fy 

se *V*r-7 , y 

SG i/yXX-Ar 

SI *a$r*=T 

SK * a £7*7**18 

SN ir*** 

sz *v*>*7yY 

TD K 

TG 

TJ 

TM 

TR h^n ^ 

TT M=*-K- K'<* 

UA MHj* 

UG JifV^ 

US *H 

UZ frX^^VfcfrB 

vn ^xi^n 



W 96/16642 



PCT/JP95/01073 



m m m 

** s m m *< e v>v r u <y ^ x a ja # m m k m -t * «, 

H «| © a 4 # & t L T tt . ft * * £ £1 P ft 4 x&k » ft 
10 #x.fi8rtft#.#K»#S5©a*©2F8ja<*l£ tfcfc fc* 0. 

g □ ft 5- © lg £ x Bfc©»««lff«Ka3HT-&tt»* 
JHtH»:i^, ft 4 ft - B* W # ft & ± © ?* B « © IIIL 

+ »i&a«*<Bfc&ft*^©fc&*<*ofc. * N go 

15 ft^Jcfc^TtiWBWBWx"Biit/Rx^»^JS^©PJ^ 
ffl * < ft.^ * nr v> So. 

S^^JB^-e^fcciLt, g & ft ic ck * # ft *< 

20 ft|*ftT^4, RK, B&ft5B*!l©Mf&-*<ftfttiHw 
ii^^ftx * © S2S 4> ± $ tlT ^ S o 

L * L tt *« x 3^^<S«ftft^««lC*5^*j||«J©e 

a * © ft-ft ft^»»icffli^n*s«i*aT?tt. e £ * 



— i - 



WO 96/16642 



PCT/JP9S/01073 



ntzm®tit&o + $ u & mm ^mG&&^ 0 

# 5 & & (R JR <£ ii »l^I»|i:E^t5 Z <!: - IK KMC Si 

7 A 3 - A % -f y y o f A- T Jl 3 - A % -f y^o'tfA /< 
A$x-h^ (^1^1^ 3,4 7 2,9 3 1 ^) „ 2 

10 x x t- fl fr& *&t>-£tzm (*B«HP*4.017.6# 
1^) x *^<5«rA3-Ai^^»7-2 0<DTA3 

-a. mm&5 ~ 3 ocDii&i»Kj^jt7k^x is m & 1 9 ~ 

2 6©J&fl&&#A#>&CDTA:3-;l,xx^A x Iff & 

i o~2 4<D*;£tziti?^-7-ju^ mm & 1 1-1 5 

15 o*->>&*0tt*£fc**:M(ftMa6 1. - 2 4 9 9 

3 4 ^ ^ ffi ) i^tTi: m m H tl T l\ S o L L ^ 

^t5$itti:^5^T^fc* + ^Ti £ i lit l^jlls 
03 (KHVI56-61312^&|') . 7 * y A 3R ft f| 

x - ^ sa #j © #i ( «Nf ga eg 6 2-1 26 1 1 9 ^ & $s ) N 



- 2 - 



WO 96/16642 



PCT/JP95/01073 



7SM*0#l(ttMR68-159815*&ir)«*< 

L L 4' *< <t> x d ft £ © W K *> S W tR ft © ffi ffl « x 
5 £ £ tt O ft ft * fcJ*ttcO&#RtfpHSSE^*@W£ L 
A:*>®T**o ft * A: «: 4> ft 

T * * rt: i6 x *^«©J:?i:> *r»ftfc:J:»)>f*>*f© 
^JR^^LT. £ S S 4fc © © + # & J* 3 il * ft ± 

* * 98 *q -ff t* 4 V> ojf #jl 

5?Sfea*^nTv>5„ r * »; * & « s m iz 

* x > ft <b |g»^y^i/fi/;-;^iB*^6tfcf- 

^ S2 #J © 01 (ftgi!BS63-79820^&«) . T 9 V 
15 :/S2 3J©0J(ftKl¥5-25O39^&IB)^*<l8£3 

nr^i<> ih) s © mm &<»mm* . 

& o T x * 16 W « x ■ C CD <fc -5 tt ft * ft 85 © Pi ® * *? 
25 * Jfe HJ3 # £ 12 x ±feBW«-iiBSc-rS^«){wx & 0F & 

£ S *a IS H x v h y 9 xmUittQimnliiWMmK^ 



W 96/16642 



PCT/JP95/01073 



£ s s & st x m 8K&tf&jR<E mm * e -t * z t k 

S & * # S $d » & # L < fll < ti * Z t £ E tH Ls 

ttiStf^x Affix Wffi&JRx>'«iR<Sii3iJ*£tf 

ttUWI*fti:i*#iitS7 h »; -y * x 1? & 

* * x * a m k «fc n <* s m 12 tt # m m # x iigti 
ao.i~2osfi%. m mm o.oi~i5ms%x# 



TKttilf tf? 1 5-6 01 


ft % 


x ttStt^fif ffi 10-70 


mm%\ ^mmi 0 ~ 6 


0 m 


ft%RCf©JR(£ii^J0 .0 




m te 




si « * n £ 0 






fit T v *f6"|i:o^T 


» L 


< i% m t * 0 










* © 






T (* 


x t 1- HAS, */ 'J * A 


% % * •> * A Jg % y )V 


** — 


•5 A 8 x vr*->»*A£!| 












*tt**tt£a ft HTIi, 


Htii, fig j» & (t; 


x ? 


> HI) * ;P > Wt ( ft 


tf x ft & x 7 O b* * > & 


x -f 






X *> 


* * & x 3 » x iSK 




( ft 


*. if N t 'J f ;P 


Kx 3c m S SI x r * * ;u 


* y 


f" * K » ) x 7 )V *r )V 7s A? 



WO 96/16642 



PCT/JP95/01073 



* > & (MX. H > * 9 > X to * > Wt ^ 7 a tf )\, * A, * > 

x. If x N — 2 — t K d + •> i f t* ^ u 5? > — N ' — 2 
5 -x^>x;l/*>H(£lTx rHEPESJ i«IEt5) 

R d ti £ © * i§ ft £ S $ h n * o 

d *l £ © * Tli ^ HEPES, fb Kd3-*8, it 

^10 h y q & i>< & & L< x it m + h *y * a x y d e * 

d <D J: 5 # & gM;U tt»aiJI<3*ll/iic£l*<DSfifcg 
•2 V> T . J? * L < tt x O.Ol-l 5fig%. £ £ K # 
£ L < I* x 0.1-10Ii%,^i:Jf$L<li0.1- 
15 5ii9f!©i-eE6$n5;i*<7i5. fSKOE^ 
. O.Oltl % * v> >j 

®^j«>:LT^^^2iifi*<i#t,n-r. * . i 5 g a % 

^ o 

20 * 3fe W © V h'J -y^^^BA^IS^l^tt^^e^ 

>tt*^/£^s£gttiB&T*ntfx nous© *> 
©T?*oTt>j:^**x mz-u. mm - m®m ( '< * t * 

-;K > ft? & fld ifc 8 0 *»] (?Be&7'h 



WO 96/16642 



PCT/JP95/01073 



/< jt - h s 4 i 7 7 $ > if ) , Ji # » m ( U K * W 
:/ d a -r > * ) x HKHiii (7Dyj;-*») , 
m%.®wffi * * 7 * ~ > m) x j© a « ai (mz. 

li ig S? f- if - * > , ig K i * y -/ > . ^ '>;H^'J y 
5 -^^) . Iilfg)9)$i] (JSftrt^ycr-tfA. JUL * 

* * ^ ;r $ > t¥ ) , ft '< - 4- > y > M 

7 * - ? * ^ iSK77>^i?>f ) x & t * 9 \ > m 

+ x > t K 9 £ > « ) x ^ W £ & $1 *»J 

io *4 is ®e v 7 i/ i- v > x t $ / y i »j > m rk s im w & 

3S »»J ( ;P f 7 € A , - 3 7 > - 7 * f > m ) x 

* A3 flu W & ?g »J ( - * ^ * - h , »|F7/'J>?) x 
« 33 & ffl #J (7*tH^ ^7^XF») x ^SK 
ffl^J ( 7 f ; d - ;K H»7;^u;n-;l,f) N ta T 

15 I/**-!! (77A|Hr hf 7x>, y*^5?>9) 
ta £ £ ft] ( K ? t * * > N V y x K - iV m ) x # m 

m £ a< * n * „ c n t> © * t « , mi ^i£$»Js * 
u * 4 s - m # & z l v o 

tttt##JJ§©iatft£&c>mft{;:go'^T. o .1 ~ 2 o 
E £ fi x 0 .1 lt%7|cgSi t£5 v h <J 7 ^^8! 



WO 96/16642 



PCT/JP95/01073 



S L < ft H • 

* ffe W © v h y -y **^tett!8 8J©tt;t3JJii::fcv>T 

u>^d v^fti^* (bit, rs i sj te 

SB £ „ ) x 4 V 7 U > * 1> S # V 4 V 7 * Is > (EiTx 
TP I BJ ) . **-l/>-7*5>x>-* 

f (£lTx rs.BSJ 4*Et^ 

10 ) N Ui^-y^ ?x>rfA ( T x S B R 

*o ) > T * »; ^1/ & sH 'J v - ( 2 - x * A, ^ * *> /I/ T * 

t\s T 9 »J U - h & T * U * & © 4> tt < 4U80*f 

15 S I S x P I BS^:n^2|0^l/> Kjft<»UW 

c © j: o tt <» tarn Mm mm 

CS^< E^tlix if * L< ttl 5-6 OSS%x £ £ 
K'ff* L< ttl 5-5 OliX, * L < Ii2 0- 

4 Oli!lii0iTi5:4i<-ei5, flizKtti^tf^OE 

* L < .tt ^ o 

25 j£ x n ? > „ D5?>C^iJ t»J >x7f * 8s d ^ >x 



W 96/16642 



PCT/JP95/01073 



* v - ji x xt- Jim) . mmm&m&i<t*m®m. t >v 

otff fe, # tz N tK & d 5? > © ^ y -t y > x x f- ;P & 

<E^itt, fffKlU 0-7011^, S <>> K if £ 
UlilO-60Ii« % tt£ff*L<t*2 0~-5 0£ 
i^f*5:i*<T^. ttf ##«|&OE^f A< 1 0 

10 * n -r . 7 0 s a % z m * * &\ =t & a< % < a «9 1- ^ 

id tt B£ lw & J* J* * $ij at *< 3ft < tl S <o T & £ L < 4l>„ 

* n m v> * f y * * * $u m © tt # ai scE^^n^ 
mm t t x a ^ 5 ? * > & :/ 

n Hr x *. -f ^ % ^7x>^yn-bX^^;l/ N ?f # Si & :/ 
15 ' o * X * „ X^95>x'X^7l/>.x 

;P 7* x 7 v * -t >f ) x HISKi^f^ ( 0»J * l* x ? 

a ( fll *. x * y 7 r- > x „ -7x 

20 f- U > ^ U 3 - Jl x *'jxf l/>r')3-/K f 'Jf i 

K/'J 3-;K -f o f U > ^ 'J 3 - )V x 5? y o f U > r 

•J 3 - ^ % * o ? = b > m If *> ft Z o Z. ft h <D * T 

fc> ft K . $fe Hj 7 7 * > > t u 9 \ h > ^ t 'J f ^ K 

y y 3 - * x ^tt^u^x^&a'cn^offigcffl^^ 

25 fcti<JfU^o 



— 8 — 



WO 96/16642 



PCT/JP95/01073 



* II 99 © y h U «y ^xSW#K«|otti»iJii:*5^T 

<s at!# ffl # is a £ n r n s £ «3 -e * ft . ^ i^n © s 

10 |T» 9 TU<, «itf**lft6-20O x 







;U 












£ tlx 


c n ^ « x 


ta lo x ^ 




tain 






■r n-e t 




< 


x * 


x $1 




15 


-rti 


T? 






A: 


X 


%m 


X- 7, 7- )l 


£ x SSliXf Ms 




* y 






^ > & ft 






x * 


X + f ^ 


* > & ft £ 








( 


A 


zone 


) 




-x. ^ 


/ > ( A 


zone) 






r y 


-tr 


y 




jr. 


X 


t" ;U 


Hx v * 


tr ^ > im gs 








( 


s 


p a n & 


) 


X 


* y 


y ;w *c - 


h ^ ( T w 


e e n 


20 


x * 


y 


JL 


f- 1/ > r 


y 




- A, 




x f- ^ £B x 


# »; * * 








1/ 


> ® ft t 








( H C 0 


& ) x •> 3 








T" 




Slf 


If 




n a 


o ^ & ft 


\z \t ij -f y 


^BK * 




■7 U 






x 9 •> y 


> 


m 


> ^ 


y x x > 


St x '< ^ ^ 


f- > BU 






T 


y 


>Kx * 


1/ 






x y y - 


*Ms y y 


u > K x 


25 


■7 * 


U 




7 A3- 




> 


s y 










T ^ 


3 














* y > y 





W 96/16642 



PCT/JP9S/01073 



U * f- y Wt * 9 * to K -r ;U „ ; f > 1 1 f ;P N -tf- 

*r 4 & & > *r 4 & & J * )\, „ * u / - 
to x IL K Hr * ;P „ ft $ x ^ N ftiyot*, y 7 - * 

5 ft-A, *>fyy-* N f^e*t-^ N 1 - 

* > h - )\, s ** 4, * * o - ;u N d-';^^> % >f y * W 

f J - to^ >f V *K * * # - * s * a - Jl x d I - ij y y 

^ 'J t D > ^ ; 7 <5 1/ - h , r 'J t D > t y ^ 1/ x 

- K y to tr * > * y u-h*->s«*y7$i/- 

10 h , # 9 y *k - f 2 » % # 9 x f u > / !i a - * t ; * 

HCO-60, 1- [ 2 - ( f > )V * * ) T If 

£ l& 12 S <, ) if * L < x ft {c N 1 - jt > h - a, % 9 
15 * y * r * 3 - * & oc t* a * * t ij > t>< jj * L b 0 

c © «* o a « jk (s it &] t* . « m m m © » & £ # © s « 

JcSo'UT. iff £ L < fcU 0.0 1- 2 011%, £ £ 

K»'*L<B, 0.1~l0tiXs*i:lffU<B, 
O.l-5Ii%0fTi:A $ n ®JR 

20 ffiI^J(DE^lA<0 .0 Ui%*iT*5 7 h 'J 

* ffc m o v h y «y * x S3 BA # |3 8!) © tt # $J Jf ic it x # 
25 'SKJdtT, £ h \Z N tit K ft *J . sfc H ft N 55 «| ft . |» Jjg 



— 10 — 



W 96/16641 



PCT/JP95/01073 



n + v/h/I/x>(J^Tx rBHTJ i l» 4 ) s *t 
»H<lilOIi«CITx * £ C & *. L < 5 m 



10 


^ ttftl <fc L T fcU £ & * •> * A ^ J£ K v r * 




* A> 








r * 




•> * A ) x SS»'<ijn % K tt # * •> 








ffi *& m ij )v y * a x m n ffi # > nit* ? >mt><m 








& « aj £ L t i*\ r $ / # IB . 7i;-;H«ll 




x # 


15 


* •> lit 16 . r ;u * K » 16 . 3f:fi»*'jiXfiH 




**8 




ft tt lit It . < v r>.Z * - Mi; £ 8) v .% ° * * 4 v 


-> 


7 








^ <D 












m m m t l r it . /< ^ * * •> $ jbl # sr f- * * 






20 




)V 
















m 








u 








b* 




25 


* > g| # N ;* * If > ^ $ # ^ *< *f £ L ^ e 








C©io<i!iiKfb»K £ * *K 48 3>J > B* ft #J 







— 11 - 



W 96/16642 



PCT/JP95/01073 



fi * % T . ^lcJeF*L<«2Sfi%^TOfiTie^$ 

5 c © j: o k m is * m 1 6 « © m m « , no^si: 
^otfciiii^ns: 5, « a if x H & £ £ t; 

^ <5 O 

jajs t * n , * <o m <o m & * § 4* « » # w ttt n . ^ ... 
f noin© t©-p*oT u^, #i * «: . *i%bjov 

h U -y * * §? JUi ft S3 SH* . £8#Jf±K:J&fi)c£ft*:tt# 
« B © ± K x <* £ ic . «t 5? ft H *< & # £ ft T n T 4> «t V\, 
20 £ 8 # H I* > ZKUmtt O b OH $> & z t t><& t L <, 
fll *. > * 81 x * y * 1/ * > x liji^f ;K 

y ft m tr - * . * y & ft tr - v r > x * y x * u > , # 

h 'J «y * X 12 HA $ $ ic J; til* . £ S 1£ 



WO 96/16642 



PCT/JP95/01073 



t i< t § £ o L^fc> * % W © v h y y * 7 ^ # S! m 

<» m & iz & * n z m <t% m <» w\ & m * t&m n m # m m <» 

2USLM . 

« T H "B © H Mi 0J * ifc « 09 ± t *> ic * L T % 
10 18 * $ <Ss»c M # ic % ifl f -5 *< s * H W c n » am jfi 
« K 18 S * n * *> © Tf tt tt < s #f&B)J©8;8jttSS£& 

& Ifc « 09 K i> T . r« J «iTli%*fii*t 5 (> 



15 



n ftm i. .. „ _ . . 

S I S ( •> x yutt S3 ; A'J7^n 



D-l 111) 



16.5% 



P I B (i*V>*tt!l; \£ 7> 9 * v 9 X 



20 



MM-L-100) 



1.5% 



P I B ( x. 9 V > tt $g ; V 7* 9 * v 9 7* 



LMMH ) 



6 % 



r 3 > P-ioo) 



2 9.5% 



25 j(EB/<7 7 ^ > (x 9 y ttH ; 

J"JXh-* 3 5 2 ) 



3 9.5% 



— 13 - 



WO 96/16642 



PCT/JP95/01073 



lUtt h 'J 9 A 1.596 
7"*>H**hf-:7*> 296 

BHT (SISXil; 3->; v n BHT) 0 . 5 96 



£ ft 1 0 0 96 



yon m m 2-1 7 & # Jt% m 1 - 1 3 c *> ^ t l; ) 

£5gf3£fc-£T*£Bj©v h U ? * X ft!i # K #J £ 



n $& 00 2 

SIS (* ij 7 16.596 

PIB ( ***** * MM-L-100) 1 . 5 96 

? J. B J tT * * * v * * LMMH) .. .6 96 

vsmmm^amitTkmmvs cr ^3 >p-ioo) 3 096 

* » 5 7 < > ( * U * h - ;!/ 352) 3 7 96 

t" d f ^- f * > 3% 

ft i t h >J •) A 1.596 

*i>K7jL>*--;P 39^ 

ilT/M-n 1% 

BHT (3>>;,U) 0.596 



Ctl^O^T©JSJc^^^S4«$-lt. |I«Jii:10 0 



WO 96/16642 



PCT/JP95/01073 



nnm 3 



SIS ( ij y 7 U v 9 X D-llll) 




17.5 


% 


PIB ( tf X * * -y * X MM-L-100) 




2 . 5 


% 


PIB ( f X * * y * x LMMH) 




6 


% 




U X W 


1 




m ; y * - 7 )V 8 


5 ) 


3 5 


% 


*»^?7-f > ( * U X h - )V 3 5 


2 ) 


2 7.6 


% 


9 a 0i Y > 




^5 


% 


V a T i] > 






% 






0 . 4 


% 


<a «e f- if - ^ > 




1 . 5 


% 






1 


% 


BHT ( 3 •> V * * X ) 




0 . 5 


% 



15 

, 1 0 0% 

cft£©£T©fi5c#£&jifeA?;*-e N mm&±.K i o o 

20 

n n m 4 

SIS (# y 7 l/<y?X D-llll) 17.5% 
P I B ( tr X * * -y * X MM-L-100) 2.5% 
PIB (tfX?*y?>l LMMH) 6 % 

25 *8os;>xxfA (ffiliHb^Wtttl; 

KE-100) 3 5 % 

— 15 — 



WO 96/16642 



PCT/JP95/010 , 73 



MW) '< 7 7 4 y ( 9 U X h - A- 352) 1 9.5 % 

t'jf ^l/'J 1 0 % 

1— y > h — -rt^ 5% 

*H t mj n l % 

JS 8* If - S> > 2% 

8 8 7;P ; A 1 % 

BHT(3W**X) 0.5% 



,w £ ft 1 0 0 % & 

10 :tlf»<DiT©)i)c^ m £ * . Ml 32 «£ ± K 1 0 0 * 

Hfifi M 5 

15 P I B ( t* X * * 9 * X MM-L-100) 3 8.4 % 

.*»PSL>x^f ^ ( 3S JtUt .3* *» 81 ; - - 

KE-311) 2 0% 

tit® '< 5 7 4 > ( * U X r - * 352) 3 5 % 

20 HV-300) 5 % 

1-^ > h - )V 0.1% 

ftit h H A 0.5% 

ii7D^fD-;l. 1% 



25 ± ft 10 0% 

;ift£©£T<Dj£#£ h ^ x > j§ & T' i§ £ -£ \ 

— 16 - 



WO 96/16642 



PCT/JP9S/01073 



IS*!**!*:., 



5 Hffitil 6 

SIS ( * V 7 U v ^ X D-llll) 20% 

*SoS>>i7f* (KE-311) 5 0 96 

*i'<7 7-f > (.^ !IX h-*S52) 2 ,0 96 

7 0 *frJl> T )V =J - ;P V H 1 % 

10 :/ u >Wt+ b V * J* - 5 % 

<Sl7A7*l/;o-^ 396 

BHT (3 •> J y * X ) 1 % 



1 0 0 96 



is z ft z, (d±t mm mt . mm&±iz i oo 

mmm i 

20 SIS (* 'J 7 1/ 7 ^D-llll) 36.596 

P I B ( t* X 9 * v 9 X MM-L-100) 3 . 5 96 

PIB ( C X * * v * X LMMH) 2 0 96 

J!6^^iafa^<b7K0mil6 (t;U3>p-ioo) i 096 

»»'<5 7 4 > 'J7 h - ^ 352) 1 5 96 

11 \Z u * * t U y 1096 

^Db'*>Kt M;n 0.296 



- 17 - 



WO 96/16642 



PCT/JP95/01073 



3.5% 

8K7^un 0.8% 
B.HT (9-W»M) 0.5% 



5 1 0 0 % 

Cin£©£T©j£#£aig4jJ¥;5c-t*-. At S? « ± IC 1 0 0 
0m©JP$K:£IL*:&. £ 8 f* £ 31 !> £ ■£ T * £ BJi 



10 H Ml ^8 '* ^ 

PIB ( t X * * v * X MM-L-100) 1 5 % 

**n.?>X7f A (7*-5*l5) 7 0 % 

? o * = h > 10% 

e n ^ * # > 2.5% 

15 ft Wt + Y U * A 0.5% 

&& V > 2 % 



£ £ 1 0 0 % 

20 « ± K 1 0 0 * m © W £ K £ I L fc . * » * Ifc ** * 
S3 JM «■ M A: o 
H « 09 9 

25 SIS (* 'J 7 L/7 nD-1111) 1 0 % 

PIB ( t X * * -y ? X MM-L-100) 5 % 



- 18 - 



W 96/16642 



PCT/JP95/01073 



S8&m&m&nt*mmm (t;p:j >p-ioo) 2 0 % 

&tWl '< 5 7 4 > ( 9 V Z h - )U 18% 

9 u 9 I h > 5 % 

1- / > h - Jl 2 0% 

5 *'Jf MJ^A 15% 

^i>K7x>^ — - ;P 5% 

i»7^ 5 A 1% 

B H T ( 3 ♦> 7 v * * ) 1 % 



. ■ j . .<, 

.- ^ — — 

?io ± m 100% 



15 nn 01 1 0 

P I B ( tf X 9 * y ? 7s MII-L-100) 15% 

*8o 5> >x7f* (7 * - 7 AJ5) 10% 

iftft '* 7 7 <r > ( ? 'J * h - )V 352) 6 0 % 

f o f t f * > 2% 

20 r?b * h y * 10% 

• ttiyo^f d-* 3% 



±m ioo% 



25 «±IClOO*im©JS*»c£ILfc»x*ai*ft*il»* 



— 19 — 



WO 96/16642 



PCT/JP95/01073 



« a * » fc 





3& J{5 


m i i 








S I 


S (*'J7 


is v 9 7 D-llll) 


2 6.5% 


5 


p I 


B ( fcf X * 


* y 9 7 MM-L-100) 


3.5% 




p I 


B ( 7 9 


* v 9 7 LMMH) 


2 0% 






o 5? > x X 


f- ;u ( 7 * - 7 At 8 5) 


2 0% 








( * »J * h — * 352) 


15% 








- )V 


10% 


10 




£ * > & ± 




0.2% 






T Jl -? 1/ J 


o — ;P 


3.5% 




mm 


7 ^ ; - •) 




0.8% 




B H 


T ( 3 * y 


* * x ) 


0.5% 


15 








1 0 0 % 






ft £ © £ T 




m mm±tz i o o 




U m 












b V -j 9 7 


S2H!itt$3*J£*#*:o 





20 nmm i 2 

PIB ( tf X * * «y * 7 MM-L-100) 16% 

*Sn v? >i7f^ (7 * - 7 ^1/85) 60% 

? u * * h > 15% 

f o * x */ > 5% 

25 ftith'jn i% 

igK^1f-^> 3% 



- 20 - 



WO 96/16642 PCT/JF9S/01073 



1 0 0 % 

*£ ± K 1 0 0 /zm©J?£K£ILA:gU & #J * & & & £ 

m m z m tz „ 
ni&m i 3 

SIS (#!)7l/?nD-ll IB 1 3.5% 

10 PI B MM-L-100) 4 % 

*tD f ;>i^fA (7*-5*J5) 2096 

»B'<7 7-f > !)7 h-* 352)' 20% 

&t*tf U 7 r- > (HV-300) 2 5 % 

* u 9 \ h > 5 % 

•7* P f * >. K t h »JL-7 A 1 . 2 % ... 

lgK7D7fo-^ 5% 

i T ^ ; - U 0.8% 

BHT (3 0.5% 



20 



25 



£ ft 1 0 0 % 

cn*o£T©fi)c#£&iI4A?;*tfx «SftJ:i:l 0 0 
^raOH$i:iIl/:ft, ft t & *) & t> it T * m W 

Hifefl) 1 4 



- 21 - 



WO 96/16642 



PCT/JP95/01073 



SIS ( ij 7 U ? 7 7 D-llll) 


1 7 . 


5 % 


PIB ( ***** * MM-L-100) 


2 . 


5 % 


PIB ( fcf X * * * * * LMMH) 


• 


6 % 


* & o ^ > Ji 7 t- )V ( :? * - 7 8 5) 


3 


5 96 


MW) '< 7 7 4 > ( 7 'J 7s V - )V 352) 


2 7. 


6 % 


7 D 7 X h > 




5 % 






3 % 


ft K h * a 


o . 


4 % 


% & 'V 7 T- D - JU 


1 . 








l tl % 


B H T ( 3 i/ J y 7 7s ) 


0 . 


5 96 




1 0 


0 % 






1 0 



15 vm<DmzizmxLtz&^ 5.&ftt&>)&t>itT*mw 
a -7 h y -y * x as # m m z m £ .„ 



H $6 01 1 5 

S I S ( i) V 7 U v 7 7s D-llll) 17.5% 

20 PIB ( f 7s * * v 7 7 MM-L-100) 2.5% 

PIB (If X * * * * * LMMH) 6 % 

7K & o 7 > jl 7 f )l ( KE-10 0) 3 5 % 

i([»A-7 7^ > U 19.5% 

/ 'J 3 — ;U 1 0 % 

*>jf pjn 1% 



- 22 - 



WO 96/16642 



PCT/JP95/01073 



i»y 7x > 2 % 

l»r;H-n 1 % 

BHT (. a '> S »/ 9 x ) 0.596 



5 && 10 0% 

c n h <o ±r cd & % % to mm is * x mm m±tz i o o 

10 itHM16 ^ 

PIB ( t X * * ? * MM-L-100) 1 5 % 

**o ?>x7f * (7*-5*85) 70% 

*n*$h> 10% 

fc* n f- ;f -f* # > 2.596 

15 ftftf h !) ") A 0 . 5 % 

y z- y W? y $ - - h 2 % 



± A 1 0 0 % 

20 fiiCl 00/trafflI$i:iIL/:^v 

£8#£«»9&:b-£T*3SBj§cT)-7 h »J ? * * S BA 
13 3] £ i§ o 

H fife 01 1 7 

25 P I B ( t* * ? * y ? X MM-L-100) 1 6 % 

**D-?>iXf A (7*-5*l5) 6096 



— 23 - 



WO 96/16642 



PCT/JP95/01073 





9 a ? i h > 




1 5 % 




b* D ^ * f *7 


> 


5 % 








1 % 


5 




y a - ;U 


3 % 








±m 100% 






T © fiJc # £ 






ttlCl 0 0 


# m <D ^ £ 


lc£ILfc8K £ 3J £ & & & * 






$s <9 £ -e- 


T * & Bjj <d ; K y * * ^ m U 


HO 


S3 3J * £ fc o 




.» 




It IS 00 1 8 








fttt h 'j ") 




1.5% 




b* a * ;* x *7 


> 


2.0% 


15 


7 7 -f 


> ( * y x 


b - )V 352) 3 6.5 % 




# y f * > 


« ib * » « 


$ M 2 9.5% 




P I B ( b* X 




MM-L-100) 7.5% 




sis ( a y 


y \/ v t 7. 


D-llll) 16.5% 




B H T ( 3 •> 


J y 9 X ) 


1.5%, 


20 




f- 7 i > 


5.0% 








£S 1 0 0 % 








y «7 i» x b* a ^ * 5 s *7 > R 7 




v ;P K y h f- 


7 * > 


© l£ # £ 1 8 OlCT-^g?. & £ 


25 




J& # £ & to L . ^ - (Ctt 




PET 


7 4 ^ A 3 


0nm±\Ztemm#10 0vmt 



— 24 - 



WO 96/16642 



PCT/JP95/01073 



nmmi 9 

5 Ri^h'jn 5.0% 

7 -f > |J7 >-7P 352) 6.5 % 

<b^«B«;^vy;P 521) 37.5% 

P I B ( t* X * * X MM-L-100) 7.5% 

10 SIS ( * U V U *i ? X D- 1 1 1 1 ) 30.5% 

BHT(3>y.y^X) 1.0% 

5 t? U * T A 3 - A, 2.0% 

7^ji>M'rbl-y*> 10.0% 



15 £ M 1 0 0 % 

± IB tic # *P x 9 7 U * T * q -> . ft $ *..> HAS 

# ? v ^ ® v hf 7x>ia^d»^i 8 o r t- a? . 

P E T 7 4 ;l/A3 O/iC, tt S Ji 1 00 
20 /tit^S J:?i:l*SU * f£ BJJ © v h 'J -y * X ^ & 

$3 m «• * o 

Htfcfll 2 0 
»Kt h HA 

25 M m '< 9 7 4 > ( ? y X h - ;U 3 5 2 ) 

n ? > & tt ^ ^ ^ m (fumn^wm ; 



0.5% 
3 9.4% 



- 25 - 



W 96/16642 



PCT/JP95/01073 



KR-610) 

P I B ( tf X 9 * «y 7 7 MM-L-100) 
SIS (» 'J 7 U » ^ 7D-1111) 
B H T ( 3 W' ? * X) 



1 0 0 % 

10 BLtfft&^hU^Aja <D file # £ 1 8 0 °C \Z *> H T ® 

tS ■£ & * P ET7-( ;I.A3 0 MlCx tttl*<l 0 
0 fiat tl 6Xo *5tW W h V v 7 7mMi 

15 

it n m i 

SIS ( iJ U 7 1/ ? 7 7 D-llll) 
P I B' (lf^^*» j'X MM-L-100) 
PIB {\?77*v77 LMMH) 

20 mmfe®m&ut*m®m (t*3>p-ioo) 

»ft'<7 7-f > h-A 352) 

£ a T * f t> > 

25 B H T ( 3 > y v 7 7 ) 



— 26 — 



3 2.5% 
7.5% 

16.5% 
1.5% 
2.0% 
0.1% 



16.5% 
1.5% 
6 % 
2 9.5% 
4 1% 
2 % 
2 % 
1 % 
0.5% 



WO 96/16642 



PCT/JP9S/01073 



£ M 10 0% 

zn*,c>£Tc>j&#*:%iMMtnt. mm&±tz 1 0 0 

5 

JtttW 2 

SIS (* V 7 1/7 ^XD-tlll) 16.5% 

PIB ( t X * * -y * X MM-L-100) v 1.5% 

PIB ( tr X * * <y * X LMMH) 6 % 

io iB«»iiainK.ft**«f III ( r ^ a >p;-ioo) 3 0% 

»1'<770 OUF-A 352) 3 8 . 5 % 

eoftf»> 3% 

*x>fc:?x - ;P 3% 

mr^un l % 

15 BHT (3 0.5% 



£ m 1 0 0 % 

20 v * xmttittmmzmtzo 

i 

Jtttlfl 3 

SIS (* >J 7 U ^ 17.5% 
P I B ( t* X * * >y * X MM-L-100) 2 . 5 % 

25 p I B ( t* X * * y * X LMMH) 6 % 

v?>xxf ^ (7 *-7^ 85) 35% 



— 27 - 



W 96/16642 



PCT/JP95/01073 



MWl /< 7 7 4 > ( * »J X h - /U 352) 2 8 % 

9 u 9 \ Y y s % 

k' n * * 7 *) > 3 % 

V y 1.5% 

BHT(3W**x) 0.5% 



±m 10 0% 







Ml §2 tt ± K 1 


0 


P fi m <D W £ K & X 




i D ^ ^ # T v 


> 










it 8 01 4 








SIS ( * 'J 7 1/ 


v 9 X D-llll) 


17.5 


% 


p i B ( tr * * * 


•y ? X MM-L-100) 


2 . 5 


% 


P I B ( € * * * 


♦y ? X LMMH) 


6 


% 


TRg&o > x X -f- 


^ (KE-100) 


3 5 


% 


i 7 7 -f > ( 


* U X h - * 352) 


2 0.5 


% 




- ;l/ 


1 0 


% 


l- y > h - * 




5 % 


E $ ^ if ^ 2; > 




2 


% 


i » 7 ;K - A 




1 


% 


B H T ( 3 > y „ 


* x ) 


0.5 


% 






10 0 


% 




HiliEii: l 


0 



— 28 - 



W 96/16642 



PCT/JP95/01073 



it«0H 5 

5 PIB ( IT ***** * MM-L-100) 3 8.4 % 

7k&ov?>xx-r^ (KE-311) 2 0% 

»»a'7 7 > «J X h -^ 352) 35.5% 

* U -f t > ( HV-300) • 5 % 

1 - * > * 0 . 1 & 

10 ig m V a W t n - ;l 1 %? 



±M 10 0% 



ft ± ic 1 00//m©|(^i:iiL/:gt, i§ *>J £ & *l & £ 
15 L x £&#£Sg<9£fcn*T-7 h y y*xSJl£ttlsa?J£f# 

Jttt m 6 

SIS (* 'J 7 1/7 ^XD-llll) 
20 tK j£ u > x * -r ^ (KE-311) 

% f) X 9 7 4 > ( * y X h - >l 3 5 2 ) 

tt|7A.^l/; o - ;l 
BHT ( 3 y * X ) 
25 

£& 1 0 0 % 

— 29 - 



2 0% 
5 0% 
2 5% 
1 % 
3 % 
1 % 



W 96/16642 



PCT/JP9S/01073 



15 



20 



25 



10 m Wj /< ^ 7 4 9 U X h - * 35 2) 2 5 % 



S I s 


(*ni/ 


•y * X D-llll) 




3 6 . 


5 


% 


P I B 


( X * * 


v * X MM-L-100) 




3 ." 


5 


% 


P I B 


(fx*,* 


«y * X LMMH) 




2 


0 


% 




-100) 


1 


0 


% 




•7 7 >r 






2 


5 


% 


•/ n e 








0 . 


2 






it * h * 7 






3 . 


5 


% 


i»7 








0 . 


8 


% 


B H T 


( 3 •> y y 


* x) 




0 


5 


% 










1 0 


0 


% 


I. tl 


£ © £ T © 




Ml §2 *ft ± K 


1 


0 


U m <D 


m £ K £ I 




t> it T 




h 


v 9 7 


32 BA S3 #J 














8 












P I B 


( t* 7 * * 


•y * 7 MM-L-100) 




1 


5 


% 




i? > x X -r 


)\> ( 7 * - 5 * 85) 




7 


0 


% 


* D * 


S h > 






1 2 . 


5 


% 










0 . 


5 


% 












2 


% 



- 30 — 



WO 96/16642 PCT/JP95/01073 



£ ft 10 0% 

sun oo//mof ^ciiLfc^ mmz&mmik 
5 j»#ta^<)#T7h'j7n m w # $2 aj * *s 

fee 

Jt » W 9 

SIS (* 'J 7 U 7 ^^Pfllll) 10% M 

10 PIB(tX**.y:? XMM-L-100) 5 % ^ 

fflim^fiaiDj^<b7km«lte (7^3>P-100) 2 0 % 

*H><9:7.<f>(*y*h-/U 352) 3 8 % 

* o * $ h > 5% 

if'Jf hHA 15% 

15 n>|7i>^--;l' 5% 

gKT^S-^A 1% 

BHT(3Wv*X) 1% 



£ ft 1 0 0 % 

20 Ztlh><D£T<»1$.tt$:mMMiHt. 00 

*y**35JUittS!!3iJ£^*:„ 

it nm i o 

25 PIB(t*X**y?X MM-L-100) 1 5 % 

*SaS?>xxf* (7*-7*B5) 10% 



— 31 — 



WO 96/16642 



PCT/JP9S/01073 



Mm '< 5 7 4 > ( 9 V X h - 352) 6 2 % 

ftWti- b V * 2* 10% 



5 £ & 10 0% 



L > lift ft t&*) &t>itx ^ b y v*x32JUitt$!!a>j£*§ 



1 0 «$ 

ttRWl 1 

S I S ( i3 »J 7 U v * X D-llll) 2 6.5% 

PIB (If ***** X MM-L-100) 3.5% 

PIB ( IT ***** * LMMH) 2 0% 

15 *gSD >iXf;l/ (7 t-5*85) 2 0 % 

afe Sb '< 7 7 * > ( * 'J * h - ;P 352) 2 5 % 

yDf*>»th'JH 0.2% 

IS » 7 ^ y 1/ ; o - ;b 3.5% 

l»7^un 0.8% 

20 BHT (3 •>/***) 0.5% 



£ fi 10 0% 



cnbOiTODt^^^lli)!?^, fli £ tt ± ic 1 0 0 
/nn0|^i:|IL/:il, £ 8 # t & »9 & =b -fr T v h U 
25 **Xl3tttt«ai*»fc 0 



— 32 — 



WO 96/16642 



PCT/JP95/01073 



Jt r m i 2 

PIB ( t* X * * »y * X MM-L-100) 16% 

?>xxf * (7*-5*85) 60% 

^ o * * h > 20% 

£ & * If x * > 3% 



£ft 10 0% 



10 & ± K 1 0 0 v m © it $ tz SI X L « > & 31 £ & & & * ® 



JtttM 1 3 



25 



S I s 


( iJ y 


7 U 


«y ^ * D- 


1111) 


1 3 . 


5 


% 


P I B 


( tf * 


* * 


•y * * MM 


-L-100) 




4 


% 


7K D 


i? > x 




^ ( 7 * 


- v Jl 8 5 ) 


2 


0 


% 


ifc Id 




> ( 


* U X h 


- ;u 3 5 2 ) 


2 


5 


% 






> ( 


HV-300) 




2 


5 


% 


* D * 


I h > 










5 


% 




it > B? 


* h 






1 . 


2 


% 


ig® -y 


a 7 7- 


D — 








5 


% 


IKT 


)V I - 


* U 






0 . 


8 


% 


B H T 


( 3 * 


J V 


* X ) 




0 . 


5 


% 












1 0 


0 


% 



— 33 - 



WO 96/16642 



PCT/JF95/D1073 



Z ti * a £T to Z&MM Z it , M MM 11:10 0 
n m©)?$ I: ^ I L ^ i , XftfrtmQ&fritTvhV 

5 & « m i ~ 6 \t x *nfnnii«i~6i:»j6LT* 

i^ffli^n^Oi:, or 21 #j © s £ £ < L C £ £1 # IU 

O 10 ifcx JtR«7~l 314, 7 - 1 3 \z 

*fr 15 L T *> «9 x H & 0fl 7 ~ 1 3 IC l> T ffl ->> *l £ (R «K 

« ji jw «r ffl i> tt ^ n *) ic ^ *jmmo&zp< l tz z t& 

# 12 > ft ft 1"Sllte0J£ig«l;:LT^KU 
SSfcl £ i# © T * S e 

15 H «& 01 1 ~ 1 3Rl>*ltt$Ml~l 3K*5V*T»fcftfc- 
&R!itt£!3>j0>&JSIi8i&tt£. t h^ll^ffll^in vitro 

e>&miB&uyiiz±t)mmitzo t tz^ nt&m i ~ 6 r 

# it & fli i ~ 6 c *> n r & n * «■ ja *r 13 m <o & « m m 

K O V* T . b h^ff^i^T$«i»}gSI[ (S id 
20 £ * tb o 

25 - A i: i 0 g * 3 5 0 u m iz U & & $ izmtii l * MRM 



- 34 - 



WO 96/16642 



PCT/JP93/01073 



«l^fc7D-7^-t;l- (1cm 8 ) Kl&m L fz o Z 

nnnmmiznmm i ~ 2 0 r& it&m 1 ~ 6 k *> ^ r 

^ £ ft & t -y *xSfl£ttg|&)££*&Lx U * -f * 

-miz^m^^Tia^m^, 5 mi/n 1 m mm 
5 ic2 4*iB*T*>:fy>**fTofc. & b# fa $ ic *§ * 

ft 1/ •> - - i§ & $fE S £ IE it K fii] 9 x © & & f* * 

£>3ilx§ft£3§£tii U TS2iti:«£oTS««llT©K« 
3 ii & ft * fclte L o ■ * 

10 ftj»aaaft'H 0 g/cnVhr) = it>y*ist ( g/11) 

xgiE* (mi) } /sumommmm (cm 2 ) 

15 &J*333 



20 





_ .( .fi g/cm.Vhr) 


n $s m 1 


1.35 


ifct* 00 1 


0.03 


3£Sfef*J 2 


1.45 


it« m 2 


0.15 


Htfi«3 


1.78 


Jt&fll 3 


0.08 




- 35 - 



W 96/16642 



PCT/JP95/01073 



15 



n MS 0J 4 2.23 

it 4 0.12 

ft Mlfll 5 1.03 

it&m 5 0.05 

Hfig^O 6 1.87 

Jttfcfll 6 0.15 



! '* 10 Hfifcfl) 7 2 . 05 

it 7 0.13 



lilted 8 1.24 

Jt«fll 8 0.19 

H fi6 00 9 3 . 6 .7 

itl* 0d 9 0.25 



nmm i o 2.45 

20 it « 05 1 0 0.17 



11 3.76 

it « « 1 1 0.10 

25 lii 1 2 2.89 

it#0I 1 2 0.32 



- 36 - 



WO 96/16642 PCT/JP95/01073 



mmm i s 3.0 s 
tt&m 1 s 0.57 



n js 01 1 - 6R^it»^i ~ 6 -cm t> titzttittmmz 

1 0 cm a K £T *i tfc £ . b h^8PiE^KJ»{C2 4 1$ HA 
L . fO (K it & x til ftt & 2 4 1$ RB C m BB W 0r S K «fc 0 

10 ft /» © ** is * mm l ^ T§&m2 nmm&iz ± q &m*m s ■* 



£_2 

15 mm £*attfl &ft 

sen 0 

± g^llffi (16$) 0.5 

+ *E ft 1-0 

20 ++ &m + mm 2.0 

+ + + *tiff + ??ll + fi3^x'J^*7S 3.0 

+ + + + * * & 4.0 



ft J* j» * £ & * (&*©il]fltit&<!:2 4l$fyj&©¥lj5£-e 

25 ■ jH»©*i*«i©*i/»i*#©A») xioo 



- 37 - 



W 96/16642 



PCT/JP95/01073 



M.3 

k m m m m & 



01 (site) 



5 HSfiftl 1 3.0 

ittfc0l 1 5.6 



H Jfc M 2 8 . 5= 
V< it 8 01 2 11.3? 
s.j io 

mmm 3 5.7 

it KM 3 10.2 



4 13.7 
15 fttfcM 4 16.4 



fIJfc 0! 5 5.8 
it « 01 5 8.5 



20 mmm e is. 3 

it«0) 6 19.6 



- 38 - 



WO 96/16642 



PCT/JP9S/01073 



v h y -y * * m HA 88 *J it , & ^ & & t? * 3 & I* £ *> it 
5 *!) * *< § t> 46 T <g V> o 

19: ^ # k a -5. n * §f k -e © io 0 a g m m iz * z m m <o r 



WO 96/16642 



PCT/JP95/01073 



3ft * © is H 

5 2. 95!eW«K*<xl!SI»«/;^^>K.^S»l*^ 
"K>Kx TiP*^x^*>K% T ^ * ^ * ^ * > & gf 

3 . BU IB ^ & Bt s N - 2 - it K n * •> x ^ ;U b* ^ 
10 U : J > - N ' - 2 - x * > 7s ;U * > ft % -r b K o 3 - /k 

ifcli2J|i:E«07 h U * * m iU S3 S»J o 

5 . 15 te ft tK # ^ *< s ui/>->f y^i/> * 

n ^i: ib tt © v h y ^ xMiA^sssdo 

20 6. Bnifitt^^^^Bg^xll&^^tafDJKYbTK^^A: 
ti 7K u > © ^ U rj-^xx^^T^SIS^^iaam 

i ~ 5 m <d i> -r n * k te is © v h y • v * * m u # » *j „ 

7 . hu 12 °T Si #J . 9L Wi /< 7 7 4 > „ ? a * $ h > x 
25 liTfeSII*©!! BUS 1 - 6 tl^i:!2«0 v 



— 40 - 



WO 96/1(642 PCT/JP95/01073 

8 . so is is © & M M & s i - y > h - ji N 7 f y ^ 7 

7 ^ © ^ tn ^i: 12 © v h ij * x M £2 m o 

9. mfctemmmtf. 11111110.1-2011 

5 %x *r«»0.01~15gfi%x »7ktti^#? 1 5 ~ 
6 0 fi « K . 0-7 01156, Plffl&jl 
0-6 Ofift%&tf©iK<£iia|0.0 1-2 0 fi fi % 
£fcS»#©iSlBSIl£IB8©-* h «J -y * x I? & ft $3 a»J 0 - 
1 0 . HU 12 ft* 8IJ§a<x£3f£&8J®0.1-2 0fi 
10 IX, f»»0.1~10ii», »*ttS^f 15- ^ 
5 0S«%. tt*tt4«JB&10~6 0fifi% N *J£*!l 1 
5-5 0iIXitf»««lli0.1-l OfiX^S 
tt*»*ol6IB*l^Eil©v h U -y ? x §2 HA K #J «, 
11. B3Ktt*iWJi*<*£38&tti&*0.1~20S 
15 S%.W&&0.1~5fifi% x «i*1£^#?2 0~4 
Q_ff.fi Xx tt.«f 0 - 5 0.fifi.56. nfi«2 0 . .. 

-4 onm%x.v®tw<B.mmo .1 -5ii%*>^n 
rnxommmimtzmov hu -y * * s* ha # sa ai „ 

1 2 . £ S S tfe & ft *< x iSSttH^T*sm*^IBH 
Mo 

1 3 . ^astt^M*<x m w £ & mm 

IS $ 1 - 1 2Soi>fnfri:E*o? h U -y * x §2 HA 

25 14. -*&mmmt z> z>m**>&& 



— 41 — 



WO 96/16642 



PCT/JP95/01073 



i6. ^ a s » & s # . mm%mm-? & z m*<» &m 

1 7. & B & tt tt ft* * 853fe«&!T*SSj!#cDiSfflm 
l-l2ioi>fn *t 12 tt o v h y * t * £ ftS IS *»]„ 
19. £ S i£ & © . ia7l/;^-H"e*5i*<D 

as h si i ~ i 2«o^f n^cE*©-? h >J v 9 * m u 

ft® Mo 



INTERNATIONAL SEARCH REPORT 



International application No. 
PCT/JP95/01073 



A. CLASSIFICATION OF SUBJECT MATTER 

Int. CI 6 A61K9/70 
According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (dasaificatioo system followed by classification symbols) 

Int. CI 6 A61K9/70 



searched other man minimum documentation to the extent mat such documents arc included in the fields searched 



Electronic data base consulted during die 
CAS ONLINE 



c of data base and, where practicable, search 



used) 



C DOCUMENTS CONSIDERED TO BE RELEVANT 



Category" 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim Na 



JP, 2-300118, A (Nitto Denko Corp.), 
December 12, 1990 (12. 12. 90) (Family: none) 

JP, 1-290630, A (Takeda Chemical Industries, 
Ltd.) , 

November 22, 1989 (22. 11. 89) (Family: none) 

JP, 56-140916, A (Sekisui Chemical Co., Ltd.), 
November 4, 1981 (04. 11. 81) (Family: none) 

JP, 61-186317, A (Isral Institute for 
Biological Research) 
August 20, 1986 (20. 08. 86) 
& US, 4788063, A & DE, 3528979, A 



1-3, 5-7, 
9-19 

1-3, 5-7 
9-19 



1-19 
1-19 



| 1 Further documenls are Hated in the continuation of Box C ^] See patent family annex. 



Special categories of dted t 

'A" dociux^defliioa the general tt»t* of the art which »** c 
to be of particular relevance 

"E~ eartierdoceaeatbatpublisa^ 

L" docameet which may throw doubts oa priority daim(s) or which b 
dted lo establish (he publication dale of another dtattoa or other 
special ream (as specified) 



document pabiisecd prior lo lac uuenutJoaaJ mini date bet later fran 
the priority date di lined 



"X" dooameat of particular relevance; the daimed invention canaot be 
coaakkred aovel or canaot be considered lo involve aa inventive 
step when the doanneal is taken alone 

•V docameat of particnlar rdcvince; the daimed invention canaot be 
coaaidtied to involve aa inventive step when the dncaaneat is 
combined withone or awe other siichdocuaiea^sachaaabuMtioB 
being obvious to a pcraoaskaied in the art 



-A" 



family 



Date of the actual completion of the international search 
July 18, 1995 (18. 07. 95) 



Date of mailing of the international search report 

August 8, 1995 (08. 08. 95) 



Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile Na 



Authorized officer 



Te l e ph one No. 



Form PCT/1SA/210 (aecood sheet) (July 1992) 



s m m $ « £ 



S*tt* <r PCT/JP 95/ 0 1 0 73 



Int Qt* A61K9/70 



«^tf o/rft/NRsm (s*ttm>a (ipc) ) 

Int CJL % A61K9/70 



CAS ONLINE 



Y 
Y 



JP, 2-30 0 1 1 8, A( B*«It*5££>fc), 

U 12A 1990(1 2. 1 2, 90)(77i9-4L) 

JP, 1-2 9 0 63 0, A( ftBSaX*4**fttt ). 

2 2. ilfl. 1989(22. 1 1. 89 )(77«9-4L) 

J P. 5 6-1 409 1 6. ACUft^X&tKMtt). 
4. HA 1 9 8 1 ( 04. 1 1. <1){7tU-4L) 



1-3, 5-7, 
9-19 

1-3, 5-7, 
9-19 

1-19 



3 c«0tt*cfc5»*^S£n-o>*o 



roj naick^H^ tern. a**usa-t*** 



■«WW«S7LfcB 

18. 0 7. 9 5 



Bl«M*&<Dft*B 



0 8.08.95 



e*B»ff/f (ISA/JP) 



* ft *D £ 

03-3581-1 101 



4 C 



9 16 5 



34 52 



tt«PCT/I SA/2 1 0 (»2'<-^) (19 9 2*70) 



amamwH pct/jp 95/01073 



C («»> . m*T&kWb*tl*** 



5IHX*© 


mux** Rir-moMmimm**t*a, wamtsmmom* 


■ar* 


A 


JP, 61-1 863 1 7, A('(^?x*M^t'(t*-h 

7*- •'M y*— *•), 

2 0. 8 n. 1 9 86 ( 20. 0 8. 86 ) 

AUS, 4 78 80 6 3, A4DE, 352897 9, A 

< 

X 

I 

T 
•yr. 


1 — 1 9 



«PCT/ISA/2 10 »2^-s;Oii) <l«»2*7fl) 



